further consider your work for publication in EJN please carefully respond to each of the reviewers' comments in a revised version of the manuscript. The concerns of Reviewer 2 need particular attention. The issues raised relate to both the clarity in the presentation of the results and more importantly, the justification of various model parameters and comparison of model results against experimental data to ensure its accuracy. Please remember that EJN is a general neuroscience journal when ding your revisions.
importantly, the justification of various model parameters and comparison of model results against experimental data to ensure its accuracy. Please remember that EJN is a general neuroscience journal when ding your revisions.
We also note the following points that will need to be addressed in the revision.
-Please indicate that ethical approval was obtained to use the data and that you had informed consent form the subjects.
-Please include the figure legends at the end of the main document in word format and upload the figures separately (not in pdf format).
-Please include a graphic abstract and text.
-The abstract probably contains too many abbreviations.
When revising the manuscript, please embolden or underline major changes to the text so they are easily identifiable and please don't leave 'track change' formatting marks in your paper. Please ensure that you provide a text and a figure file for the Graphical Abstract (as detailed in the instructions below). When carrying out your revisions please refer to the checklist below and visit the EJN author guidelines at www.ejneuroscience.org When finalized, please upload your complete revised manuscript onto the website, as a Word file (.doc, or .docx) . Please also ensure that a complete set of tables and figures is included as separate files, even if these have not changed from the originals. At this stage it is necessary to provide high resolution figures. Please see important instructions below.
Please go into https://mc.manuscriptcentral.com/ejn -Author Centre -manuscripts with decisions where you will find a 'create a revision' link under 'actions'. We ask that you please indicate the way in which you have responded to the points raised by the Editors and Reviewers in a letter. Please upload this response letter as a separate Word (.doc or PDF) file using the file designation "Authors' Response to Reviewers" when uploading your manuscript files. Please DO NOT submit your revised manuscript as a new one. Also, please note that only the Author who submitted the original version of the manuscript should submit a revised version.
If you are able to respond fully to the points raised, we would be pleased to receive a revision of your paper within 12 weeks.
Thank you for submitting your work to EJN.
Best wishes,
Paul Bolam & John Foxe co-Editors in Chief, EJN
Reviews:
Reviewer: 1
Comments to the Author This is a fascinating manuscript that model responses to Single Pulse Electrical Stimulation (SPES) with feedforward inhibitory connections between two coupled neural masses. Of particular interest is the modelling of the response delay and randomness, which is particularly difficult to explain. The model would have broader interest in understanding epileptogenesis and the clinical utility of SPES.
The manuscript is well written, detailed and the research appears to have been carefully executed.
A couple of key references are missing.
In particular, the following pioneer and key reference should be included: The following reference should also be added to the same reference lists:
Jiménez-Jiménez D, Abete-Rivas M, Martín-Lopez D, Lacruz ME, Selway RP, Valentín A, Alarcón G. Incidence of functional bi-temporal connections in the human brain in vivo and their relevance to epilepsy surgery. Cortex. 2015 Apr; 65:208-18. Another key reference missed by the authors is: This reference is particularly relevant to the paper because it shows that many cells show increase in action potentials broadly during N1 of early responses, suggesting that this peak is due to a wave of excitation, not inhibition, as postulated in the paper. The authors should include this reference and adjust their interpretations accordingly.
Reviewer: 2
Comments to the Author The Authors aim to understand the mechanisms of pathological SPES responses using a neural mass model.
The question is interesting, important and timely and the use of neural mass models is appropriate here.
The paper is on the whole well written, technically sound and appropriate for publication in EJN, subject to the comments below major comments:
-The data analysis sections could be revised to improve clarity. For example, reading through methods, in the section "relation between ERs and DRs" it is suggested that green nodes correspond to outgoing connections. It is unclear whether this is an assumption, or whether these are results from some other network inference, and where the notion of path length comes from. These ideas should be stated more explicitly. It is a particular issue for readers going straight from introduction to results, where the the first results section "Data analysis" could be confusing. For example "..shows a bar chart with the fraction of DRs that can be reached by a path of a certain length", and descriptions such as "second order.": it is not immediately apparent what this means. A more explicit account of what was done here could help the uninitiated reader. I think that it might help to have the methodology of figure 3 more explicitly defined in the methods section, and the findings of figures 1 to 3 moved to the results section Data Analysis, with appropriate referencing of the methods section.
-An aim of the manuscript is to explain features of ERs and DRs using neural mass models. As such, emphasis is placed on the waveform of the model output, and comparison to data. For example, figure 5 demonstrates certain features of the ER waveform and how these depend on model parameters. An issue here, which isn't often discussed in the literature, is how to map from neural mass models to (here) iEEG.
The output is usually taken to be the sum of PSPs on pyramidal neurons (as it is here), and this is usually sufficient for understanding e.g. spectra or harmonic output. However, when specifics of waveforms are modelled it is important to consider how PSPs are summed (see e.g. Goodfellow, M. 2011, Spatio-temporal modelling and analysis of epileptiform EEG, University of Manchester, chapter 5: https://core.ac.uk/download/pdf/40015029.pdf). Different weightings on the PSPs (due to e.g. different laminar positioning of inputs in the brain) can give rise to very different waveforms, hence the changes in parameters leading to changes in waveform in Figure 5 may not be necessary. Other factors potentially affecting the waveform are the choice of reference, which isn't modelled here, and the choice of model for input (here a block of duration 5ms). These potential limitations, and the effect they have on the conclusions of the study, should be discussed.
-Some methodological assumptions/choices warrant further explanation or justification. For example, a result of the data analysis section is that DRs should be modelled as second order responses. However, the authors also assume a linear connectivity, i.e. without feedback -why should that be the case? Presumably at least some nodes that evoke early responses in other nodes when stimulated also have early responses invoked in them when the other nodes are stimulated? Goodfellow et al. 2012 (Goodfellow, M., Schindler, K., & Baier, G. (2012 Self-organised transients in a neural mass model of epileptogenic tissue dynamics.
NeuroImage, 59(3), 2644-60.) showed that such a setup yields more complicated transient dynamics, which may therefore alter the nature of the early and delayed responses modelled in this study. This should be discussed. Also, why do the excitatory interneurons not receive stimulus input (x5) but the inhibitory ones -The conclusions of the study could be discussed more carefully in light of the caveats above. For example, a conclusion of fig 6 is that an ER followed by a DR occurs due to the initial stimulus also affecting the 2nd compartment. However, we do not know whether other mechanisms in the same model could account for this, e.g. reciprocal connectivity. Claims in the discussion such as e.g. "N1 and N2 result from triggering both fast and slow inhibitory cells.." and "DRs.. arise from feedforward propagation.. " should be more carefully placed in the context of the various caveats above. 
_____________________________________________________________________________________
We would like to thank the reviewers for their comments to our manuscript 'Pathological responses to single pulse electrical stimuli in epilepsy: the role of feedforward inhibition'. We have made changes to the manuscript to clarify their comments. Our main addition is a successful verification in the patient data of a prediction of the model about the timing of delayed responses. We clarified also the description of the data analysis. A detailed response to each of the comments is given below. The changes in the manuscript are indicated by bold, red font. Yours sincerely, Jurgen Hebbink, corresponding author Reviewer: 1 This is a fascinating manuscript that model responses to Single Pulse Electrical Stimulation (SPES) with feedforward inhibitory connections between two coupled neural masses. Of particular interest is the modelling of the response delay and randomness, which is particularly difficult to explain. The model would have broader interest in understanding epileptogenesis and the clinical utility of SPES. The manuscript is well written, detailed and the research appears to have been carefully executed. We agree with the reviewer. Citations to this work have been added on the locations suggested by the reviewer.
(R1.
2) The following reference should also be added to the same reference lists:
Jiménez-Jiménez D, Abete-Rivas M, Martín-Lopez D, Lacruz ME, Selway RP, Valentín A, Alarcón G. Incidence of functional bi-temporal connections in the human brain in vivo and their relevance to epilepsy surgery. Cortex. 2015 Apr;65:208-18.
The reviewer is right that we should cite this work. However, we feel that citing it on the location suggested by the reviewer is not the right place as we cite already the work by Lacruz mentioned above and two review studies on SPES/CCEP connectivity here. After reading the work of Jiménez-Jiménez et al in detail we found that a good place to cite this work is in the following sentence:
These networks ( This reference is particularly relevant to the paper because it shows that many cells show increase in action potentials broadly during N1 of early responses, suggesting that this peak is due to a wave of excitation, not inhibition, as postulated in the paper. The authors should include this reference and adjust their interpretations accordingly.
We agree with the reviewer that we should discuss the relation between the work of Alarcón et al. and the results in our manuscript. After carefully reading we think that the findings in this reference do not necessary contradict with our results. In our model SPES excites pyramidal, and fast and slow inhibitory populations causing an increase in activity of these populations. The increase in activity of the pyramidal cells is very short, i.e. only during the P0, as it is suppressed first by fast inhibition and later by slow inhibition. Activity of the fast inhibitory population is first increased and later on suppressed by slow inhibitory input. The slow inhibitory cells only show an increase and do not have a long period of suppression. So, during the N1 there is suppression of activity in the pyramidal cells, but not in the two inhibitory populations. So our model shows distinct activity patterns for different type of neurons. Moreover, these activity patterns show similarities with the activity patterns observed in single neurons after SPES by Alarcón et al, although it is not indicated from which type of neurons these patterns were recorded.
We added the following in the section 'ERs reveal feedforward inhibition':
Single neuron measurements have revealed some distinct neuronal firing patterns after SPES, i.e. burst-suppression, burst only, suppression only or unchanged (Alarcón et al., 2012), where suppression typically lasts 5-10 times as long as bursting activity. In our model the different populations also show different firing patterns during an ER.
Activity of the slow inhibitory cells is increased upon stimulation. Pyramidal cells and fast inhibitory cells first show increased activity followed by a long lasting period of decreased activity. The local excitatory population mainly shows a long lasting decrease in activity.
Also we added a reference to this work in the section 'Clinical role of DRs' where we discuss the similarity between DRs and IEDs.
Moreover, (Nayak et al., 2014) found that DRs were similar to at least one IED pattern for every patient, while in single neuron measurements similar firing patterns were found during IEDs and after SPES (Alarcón et al., 2012).
Reviewer: 2
The Authors aim to understand the mechanisms of pathological SPES responses using a neural mass model. The question is interesting, important and timely and the use of neural mass models is appropriate here. The paper is on the whole well written, technically sound and appropriate for publication in EJN, subject to the comments below Major comments: (R2.1) The data analysis sections could be revised to improve clarity. For example, reading through methods, in the section "relation between ERs and DRs" it is suggested that green nodes correspond to outgoing connections. It is unclear whether this is an assumption, or whether these are results from some other network inference, and where the notion of path length comes from. These ideas should be stated more explicitly. It is a particular issue for readers going straight from introduction to results, where the the first results section "Data analysis" could be confusing. For example "..shows a bar chart with the fraction of DRs that can be reached by a path of a certain length", and descriptions such as "second order.": it is not immediately apparent what this means. A more explicit account of what was done here could help the uninitiated reader. I think that it might help to have the methodology of figure 3 more explicitly defined in the methods section, and the findings of figures 1 to 3 moved to the results section Data Analysis, with appropriate referencing of the methods section.
We agree with the reviewer that the data analysis section could be formulated more clearly. We renamed the section 'Relation between ERs and DRs' to Path length of DRs in ER networks'. Information on the construction of ER networks was moved from the 'ERs' section to the start of the renamed section. Furthermore, we give a more detailed explanation about path length and the distance between a stimulation pair and a DR electrode in the ER network as suggested.
We moved the findings of We agree with the reviewer that we should discuss this limitation. Therefore, we added the following paragraph in the section limitations of modelling to address this point. Further, we removed the sentence "Moreover, the model suggests that the ratio of the N1 and N2 amplitudes is determined by the balance of input to fast and slow inhibitory populations." from the section ERs reveal feedforward inhibition as in the light of the limitation discussed above this conclusion is invalid. , 59(3), 2644-60.) showed that such a setup yields more complicated transient dynamics, which may therefore alter the nature of the early and delayed responses modelled in this study. This should be discussed. Also, why do the excitatory interneurons not receive stimulus input (x5) but the inhibitory ones do?
The objective of our work was to understand the two characteristic properties of DRs, i.e. their relatively late appearance and their stochastic nature. We decided to consider the simplest model that is able to simulate both ERs and DRs. We think that this point was indeed not clear enough. Therefore we changed the conclusion from the 'Data analysis' section to:
This suggests to model DRs as second order responses in the ER network. The simplest network architecture satisfying this constraint is a feedforward network consisting of two nodes, which we will consider in this work.
and also in the 'Limitations of modelling' sections we highlighted this assumption:
As a first step in understanding the mechanisms triggering early and delayed responses to SPES we investigated the most simple network configuration, i.e. we considered two feedforward coupled neural masses.
Further, the reference mentioned by the reviewer shows that under specific conditions, complex networks of coupled neural masses can yield complex transient dynamics. However, we think that exploring these phenomena are outside the scope of the current work. In the discussion we extended the paragraph were we discuss this and added the reference mentioned by the reviewer.
As a first step in understanding the mechanisms triggering early and delayed responses to SPES we investigated the most simple network configuration, i.e. we considered two feedforward coupled neural masses. These two neural masses model only a small part of neuronal tissue, while in reality also recurrent connections will be present. These factors will influence the precise waveforms of the ERs and especially the DRs. We think this could also explain the difference between the latency of DRs preceded by an ER in the model and in the data.
Moreover, depending on the network topography, the connectivity strength and the intrinsic parameters of the neural masses complex transient dynamics may arise (Goodfellow et al., 2012).
However, within the current model the mechanisms responsible for the ERs (direct activation due to stimulation) and DRs (limit cycle) are robust with respect to small parameter changes. We thank the reviewer for this suggestion. We investigated the timing of the DRs in the data in more detail in order to compare this with the model. Therefore we marked visually the onset time of all the DRs in the patient data. In the model we differentiate two types of DRs, i.e. DRs preceded by an ER on the same channel and DRs that are not. The model predicts that former occur later than the latter. We verified this prediction in the patient data and found that it holds in 8 out of 11 patients. The timing of DRs not preceded by an ER is comparable in the model and the data. DRs preceded by an ER on the same channel are relatively late in our simulations compared with the data. We think this is a limitation of the simple feed-forward network structure we considered.
We added a paragraph to the 'DRs' section (methods) to explain the process used to determine the DR onset times in data and the statistical testing. In the 'Modelling DRs' section (Results) we compare the results of the DR timing in the model with the data. In the discussion we added Moreover, the model correctly predicted that DRs preceded by an ER occur later than DRs that are not. and in the limitation section:
These two neural masses model only a small part of neuronal tissue, while in reality also recurrent connections will be present. These factors will influence the precise waveforms of the ERs and especially the DRs. We think this could also explain the difference between the latency of DRs preceded by an ER in the model and in the data.
We think that these additions strengthen our work with additive support from the human data.
(R2.5) The conclusions of the study could be discussed more carefully in light of the caveats above. For example, a conclusion of fig 6 is that an ER followed by a DR occurs due to the initial stimulus also affecting the 2nd compartment. However, we do not know whether other mechanisms in the same model could account for this, e.g. reciprocal connectivity. Claims in the discussion such as e.g. "N1 and N2 result from triggering both fast and slow inhibitory cells.." and "DRs.. arise from feedforward propagation.. " should be more carefully placed in the context of the various caveats above.
We agree with the reviewer that our model gives a possible explanation for the mechanism triggering SPES responses, but not necessarily as the one and only. Regarding the simulation in Fig. 6 , it is not our intention to claim that an ER followed by a DR on the same electrode cannot be obtained in another way. We decided to formulate this more modest and changed the sentence:
When both the first and second neural mass receive SPES input as in Fig. 4E , an ER succeeded by a DR can be modelled.
to:
A possible way to model an ER succeeded by a DR is to apply SPES input to both NMMs as in Fig. 4E .
In the discussion we changed the conclusion about the N1 and N2 peaks to:
Starting with direct responses to stimulation, i.e. ERs, we showed that the two common peaks, i.e. the N1 and N2, can be explained by triggering not only the pyramidal cells but also both fast and slow inhibitory cells.
Further, we weakened our statement about DRs:
Next, based on connectivity analysis of ER networks (van Blooijs et al, 2018; Hebbink et al., 2018) , we concluded that DRs are indirect responses to the stimulation. Model simulations show that they may arise from feedforward propagation of ER-activity, and notably projections to inhibitory populations that normally restrain neural activity. path lengths (e.g. last two bars in fig 3d) ?
Minor comments (R2.6) Figure 3 -what does it mean that a proportion of DRs cannot be explained by any number of
This means that there is no path in the ER network from the stimulation pair to the DR electrode. Note that this does not imply that these regions are functionally disconnected, it might be that these regions are connected via a path through brain regions not covered by grid electrodes. We also added this to the text in the 'ER networks and distance of DRs' section.
Nodes that cannot be reached in this way have an infinite distance to the stimulation pair. This does not imply that the tissue under such an electrode is disconnected from the tissue under the stimulated electrodes as the electrode grid only samples a part of the brain and it might be connected via an uncovered part of the brain.
(R2.7) "modelling DRs" section 1st line -"were" -> "where" (also caption of figure 6D )
We thank the reviewer for bringing this to our attention. We revised the usage of were/where throughout the whole text including the two cases mentioned by the reviewer.
(R2.8) figure 5 is referenced in the results after figure 3 (i.e. no reference to figure 4) We agree with the reviewer that it is a good idea to add a reference to Fig 4 also in the results and not only in the method. At the start of the 'Modelling ERs' section we now refer to Fig. 4 , such that it appears between Figs. 3 and 5.
(R2.9) default values of beta and gamma are 1 and 0.7, but these are stated to be proportions, should they sum to 1?
The term proportion might indeed cause some confusion here. Beta and gamma do not necessarily sum up to 1. The external input to the slow and fast inhibitory populations is proportional to that of the pyramidal cells with scaling constants beta and gamma. The term proportion only showed up in Table 1 of the supplement, we now mention beta and gamma scaling constant here similar to the terminology in the main text.
(R2.10) Figure 6d is referenced after figure 7 in the results text.
Subfigure 6D has become a separate figure (Fig. 9 ) which is displayed after Fig. 8 (Fig.7 in the previous  version) . The references in the text are adjusted accordingly. Adding this reference in this paragraph is indeed a good idea. We added it to the last sentence of the paragraph:
The latter might be explained by cortico-subcortical loops (Valentín et al., 2005a) , which would require a spatially extended network of neural masses (Goodfellow et al., 2012).
(R2.12) In discussion: "DRs indicate that, already under normal conditions, the underlying neural mass is close to a state of epileptiform activity." It is unclear which result this refers to.
This sentence refers to the results of the bifurcation analysis which shows that under normal conditions the neural mass is close to the limit cycle representing epileptiform activity. As you can see from the comments of reviewer 2 below, he/she still raises some concerns that need to be addressed before we can accept your manuscript for publication at EJN. We encourage you to address his/her comments by explaining and justifying the choice of the model parameters and by generating some new predictions that can drive further experimental research. Please carefully address these and the other points in a revised version of your manuscript.
We also note the following that need to be addressed in the revision.
-Please ensure that the reference list is in EJN style.
-Please provide a list of abbreviations and an author contribution statement.
-Please also provide a data statement and we encourage authors to upload data and script to a freely accessible site.
-Before publication we to know that permission was obtained from the subjects, that the Declaration of Helsinki was adhered to and local ethics approval was granted. 
_____________________________________________________________________________________
We would like to thank the reviewers for commenting on our manuscript 'Pathological responses to single pulse electrical stimuli in epilepsy: the role of feedforward inhibition' once again. We are happy that reviewers 1 and 3 are satisfied with the manuscript. We have made changes to clarify the comments of reviewer 2. A detailed response to each of the comments is given below. The changes in the manuscript are indicated by bold, red font. Yours sincerely, Jurgen Hebbink, corresponding author Reviewer 1: I am happy with the changes and I think the paper is ready for publication Reviewer 2: This paper describes an investigation of early responses (ER) and delayed responses (DR) to single pulse electrical stimulation (SPES) of the cortical surface in epilepsy patients. The approach takes a dual route. First, the authors characterize the responses in a cohort of patients. Then, they offer a computational model based on neural masses, which qualitatively reproduces the main features of the observed responses. Such biologically plausible description of the mechanism of a disease-relevant brain response is not only of purely academic value, but may also be potentially useful for a more reliable and accurate planning of epilepsy therapy (i.e., surgery). The paper is written clearly, all methodological aspects are well argued and easy to understand. We indeed have chosen for a qualitative data-driven modelling approach as our main goal was to understand features of DRs, especially their stochastic occurrence. Modelling SPES responses for individual patients is an interesting extension for future research, which might for example explain the variety of DR waveforms. Probably, accounting for the individual differences requires to account for spatiotemporal patterns too, which we do not aim for in the current work.
It is important to note that the simulated responses occur in a natural way in this model. The only changes we made to the original Wendling neural mass model are the projection of external input to the inhibitory populations and a slight change in the synaptic time scales. Both these changes are biologically plausible and supported by literature. The changes were made to qualitatively model ERs.
We agree that this can be seen as post hoc. However, the modelled DRs than arose without further tuning of the model. Moreover, the model predicts that DRs preceded by an ER occur later than DRs that are not. As shown in the main text, this prediction was successfully validated in the data.
(R2.2) Furthermore, the choice of the model features is not justified in much detail. Why is there no connectivity to the excitatory interneurons (Felleman & van Essen postulate such connections, and the separation of input and output layers appears to be crucial for the local dynamics, see Kunze et al., PLoS One 2018) and why is there no feedback connection between the two local circuits? The latter could be interesting because it could mean that the ER is influenced by the occurrence/absence of a DR -a prediction that could be tested in the data.
We agree with the reviewer that external input can also project to the local excitatory population of a neural mass. It turns out that adding such a connection does not qualitatively change our results for modelling both ERs and DRs, provided this input is not too strong. With this in mind, we decided to ignore this connection in the main text for simplicity. We now show the effect of this connection in the supplementary material and added the following text:
One might also consider external input projecting to the local excitatory cells of the neural mass. In supplementary material 1 we show that adding this connection does not quantitatively change our results, provided it is not too strong.
to the Discussion of the main text.
Regarding feedback connections between two neural masses, we decided to consider the simplest model that is able to simulate both ERs and DRs as a first starting point for modelling SPES responses. We are aware that feedback connections can alter the waveforms and may lead to complex transient dynamics. However, we think that exploring these phenomena are outside the scope of the current work. We addressed this point in the 3rd paragraph of the 'Limitations of modelling' section.
(R2.3) Another way of increasing the weight of the modeling approach would be the formulation of testable quantitative predictions arising from the model that other researchers could investigate.
We fully agree with the reviewer that a testable prediction increases the validity of a model. In fact, our model predicts one such thing, namely that DRs preceded by an ER occur later than DRs without an ER. We successfully verified this prediction in the data and we encourage other researchers to investigate this as well.
As it stands, the model appears a little post-hoc. Nonetheless, it constitutes a very interesting starting point for the investigation of the phenomenon. Minor issue: (R2.4) Page 14, 1st paragraph: What does it mean that a response is recorded at a particular electrode? Potentials are difference measures. What is the reference?
We thank the reviewer for bringing this to our attention. All ECoG signals were recorded with respect to an extracranial reference electrode. So the response recorded at a particular electrode is the difference in potential between this electrode and the reference electrode. We added this as follows:
During SPES, ECoG data is recorded with respect to an extracranial reference located on the contralateral mastoid at a sampling rate of 2048 Hz using a SD LTM express (MicroMed, Veneto, Italy).
to the 2nd paragraph of the section 'SPES acquisition' (Materials and methods). Your revised manuscript has been re-evaluated by one of the external reviewers as well as by the Section Editor, Dr. Panayiota Poirazi and ourselves. We are pleased to inform you that we expect that it will be acceptable for publication in EJN following further minor revisions.
Although you have addressed the reviewer's comments to the satisfaction of the the reviewer and Section Editor, it seems you have overlooked most of the comments that we made in our decision email.
We still need the following to be addressed -Please ensure that the reference list is in EJN style.
-Please provide an author contribution statement.
-Before publication we to know that permission was obtained from the subjects, that the Declaration of Helsinki was adhered to and local ethics approval was granted.
When revising the manuscript, please embolden or underline major changes to the text so they are easily Please go into https://mc.manuscriptcentral.com/ejn -Author Centre -manuscripts with decisions where you will find a 'create a revision' link under 'actions'. We ask that you please indicate the way in which you have responded to the points raised by the Editors and Reviewers in a letter. Please upload this response letter as a separate Word (.doc) file using the file designation "Authors' Response to Reviewers" when uploading your manuscript files. Please DO NOT submit your revised manuscript as a new one. Also, please note that only the Author who submitted the original version of the manuscript should submit a revised version.
If you are able to respond fully to the points raised, we shall be pleased to receive a revision of your paper within 30 days.
Best wishes, Paul Bolam & John Foxe co-Editors in Chief, EJN Reviews:
Reviewer: 3
Comments to the Author I judge the responses of the authors as convincing and have no further objections.

